
AD

0
Inq1.

to Development of Medical Adjunctive Treatment for0 Acute Penetrating Head Injury

Annual Report

Andres M. Salazar, M.D.

November 1, 1988

Supported by

U.S. ARMY MEDICAL RESEARCH AND DEVELOP:ENT COMMAND
Fort Detrick, Frederick, Maryland 21701-5012

D T IC Army Project Order 
Io. 87PP7824

ELECTE I
Uniformed Services University

AR06198M of Health Sciences
7 04301 Jones Bridqe Poad

S D 4DBethesda, MD 20814-4799

DOD DISTRIBUTION STATEMENT

Approved for public release; distribution unlimited

The findings in this reoort are not to be construed as
an official Department of the Army position unless so
designated by other authorized documents.

89 4 04 030



SECUPJ" CLASS TION OF THIS PAGE

Form ApprovedREPORT DOCUMENTATION PAGE OMB No. 0704-0188

Ia. REPORT SECURITY CLASSIFICATION lb. RESTRICTIVE MARKINGS
Unclassified Unclassified

2a. SECURITY CLASSIFICATION AUTHORITY 3. DISTRIBUTION /AVAILABILITY OF REPORT

Approved for public release;
2b. DECLASSIFICATION/ DOWNGRADING SCHEDULE distribution unlimited

4. PERFORMING ORGANIZATION REPORT NUMBER(S) S. MONITORING ORGANIZATION REPORT NUMBER(S)

Ga. NAME OF PERFORMING ORGANIZATION 6b. OFFICE SYMBOL 7a. NAME OF MONITORING ORGANIZATION

Uniformed Services University (If applicable)

of Health Sciences I
6c. ADDRESS (City, State, and ZIP Code) 7b. ADDRESS (City, State, and ZIP Code)

4301 Jones Bridge Road
Bethesda, MD 20814-4799

Ba. NAME OF FUNDING/SPONSORING 8b. OFFICE SYMBOL 9. PROCUREMENT INSTRUMENT IDENTIFICATION NUMBER
ORGANIZATION U.S. Army Medical (If applicable)

Research & Development Command Army Project Order 87PP7824

8. ADDRESS (City, State, and ZIP Code) 10. SOURCE OF FUNDING NUMBERS
PROGRAM PROJECT TASK WORK UNIT

Fort Detrick ELEMENT NO. NO. 3M26 NO. ACCESSION NO.
Frederick, Maryland 21701-5012 63002A 13002D840 AA 004

11. TITLE (Include Security Classification)

Development of Medical Adjunctive Treatment for Acute Penetrating Head Injury

12. PERSONAL AUTHOR(S)
Andres M. Salazar, M.D.
13a. TYPE OF REPORT 13b. TIME COVERED 114. DATE OF REPORT (Year, Month, Day) 1 5. PAGE COUNT
Annual Report I FROM10/1/87 TO_10/31/* 1988 November 1 5

16. SUPPLEMENTARY NOTATION

17. COSATI CODES 18. SUBJECT TERMS (Continue on reverse if necessary and identify by block number)
FIELD GROUP SUB-GROUP Neurosurgery; Cellular Pathophysiology, Acute Penetration,*
06 03 ( Therapeutic Modalities,-RA II
0 05 -

19, ABSTRACT (Continue on reverse if necessary and identify by block numhorl

Patients have been divided into two separate groups: (1) those who are in deep coma (Glasgow
Coma 3core (GCS) 3-5, and (2) those in light coma or awake, GCS 6-15. Although patients with
an initials GCS 3-5 have a very poor prognosis (98% fatality), there is still considerable
controversy nationwide over their management, particularly with regard to early surgery. The
P.I. has thus chosen a factorial design to address two questions simultaneously on the same
group of GCS 3-5 patients: the value of early surgery in this group, and the value of PEG-SO
GCS 6-15 patients will all undergo early surgery and then be entered in the PEG-SOD trial.
All patients participating in the trial are expected to benefit from it, since they will
all receive intensive standardized ICU care. <,.

20. DISTRIBUTION/AVAILABILITY OF ABSTRACT 21. ABSTRACT SECURITY CLASSIFICATION
O-UNCLASSIFIED/UNLIMITED M SAME AS RPT. 0 DTIC USERS Unclassified

22a. NAME OF RESPONSIBLE INDIVIDUAL 22b. TELEPHONE (Include Area Code) 22c. OFFICE SYMBOL
Mrs. Virginia M. Miller 301/663-7325 SGRD-RMI-S

DD Form 1473, JUN 86 Previous editions are obsolete. SECURITY CLASSIFICATION OF THIS PAGE



FOREWORD

For the protection of human subjects, the investigator(s)
have adhered to policies of applicable Federal Law 45CFR56.

Citations of commercial organizations and trade names in
this report do not constitute an official Department of the Army
endorsement or approval of the products or services of these
organizations.

I NTS ('RA&-
DJT;C lAd El

J ..:.~ f ic lli~ ................... . .I.

By ....Distributior I

AvdhjbO*ity J .:oes

Avj~ j-dor
Dist I Special

..I



UNIFORMED SERVICES UNIVERSITY OF THE HEALTH SCIENCES
F. EDWARD HtBERT SCHOOL OF MEDICINE

4301 JONES BRIDGE ROAD
BETHESDA, MARYLAND 20814-4799

7 December 1988

NEUROLOGY TEACHING HOSPITALS
WALTER REED ARMY MEDICAL CENTER

NAVAL HOSPITAL. BETHESDA

MALCOLM GROW AIR FORCE MEDICAL CENTER

WILFORD HALL AIR FORCE MEDICAL CENTER

Commander
Letterman Army Institute of Research
ATTN: SGRD-ULZ-RC
Presidio of San Francisco, CA 94129-6815
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ARMY PENETRATING HEAD INJURY PROJECT (APHIP), 87PP7824

Uniformed Services University of the Health Sciences
Andres M. Salazar, M.D., COL, MC, USA

Director, Army Head Injury Unit
ATTN: HSHL-CI, Walter Reed Army Medical Center

Washington, DC 20307-5001
202-576-1348/1345

Since the Annual report of the Army Penetrating Head Injury Project (APHIP) submit-
ted in November 1987, the following has been accomplished:

1. A standardized, multicenter (four centers) system has been established for con-
ducting sequential therapeutic trials on head injured patients.

2. The pretreatment pilot phase of the program has been completed, including com-
puterized data transmission to WRAMC. One hundred and twenty-four penetrating
head injured patients have been treated at the participating hospitals since 1 January
1988. Data entry forms and procedures have been pretested on 41 of them; appropriate
modifications to the forms and to the supporting computer system have now been com-
pleted. A revised version of the APHIP Manual was forwarded to Commander, LAIR,
in October 1988.

3. Local medical center, USUHS, and Army Surgeon General Human Use approvals
have been obtained for a clinical trial of PEG-Superoxide Dismutase (PEG-SOD) and
surgery in head injured patients.

4. Enzon, Inc., who had originally committed to supply the PEG-SOD for the trial
has sold its rights to the drug to Eastman Pharmaceuticals. Eastman Pharmaceuticals
has agreed to honor the original commitment to the APHIP. Final arrangements are
currently underway with them to begin patient randomization.

Since initial protocol submission early this year to the six review boards involved, addi-
tional experimental data has become available more strongly supporting a potential
therapeutic role for PEG-SOD in the management of both closed and penetrating head
injury. At the request of Eastman Pharmaceuticals, we have agreed to make two modi-
fications to our protocol, (a) an increase in the dosage of PEG-SOD to be used (based
on very recent, as yet unpublished animal and human testing by other groups), and (b)
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inclusion of patients with severe closed head injuries, to be stratified-randomized sepa-
rately into the study. We believe that both of these modifications are in the best inter-
ests of the APHIP, and can be accomplished in our system without any further increases
in funding. The APHIP is currently the only group in the nation poised to begin SOD
trials in any head injured patients; other groups have similar studies in planning stages.

5. A national survey of penetrating head injury (PHI) management practices of 3000
neurosurgeons has been completed, with a 36% return of questionnaires. Preliminary
analysis shows a wide variability in neurosurgical management of PHI throughout the
nation, and brings into question some fundamental elements of the present official US
Army standard of care for PHI. Final analyses are now underway, and will be for-
warded as soon as they are completed.

GOALS FOR FY 89

1. To begin formal clinical trial of PEG-SOD and acute intracranial surgery in head
injury; accession rate goal: 100 patients per year.

2. To further refine the multicenter system, including better definition of outcome
parameters for therapeutic trials in head injury.

3. Depending on preliminary results of current trial, to identify potential therapeutic

strategies for future human trials.

GOALS FOR FY 90

1. To continue accessions into the SOD clinical trials.

2. To recruit additional medical centers into the system (dependent on funding).

ANDRES M. SALAZAR, M.D.
COL, MC, USA
Professor of Neurology
Director, Army Head Injury Unit


